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M ! a ^ thy ^° id ^ horm ° n f ( p TH)(l-34), given once daily, increases bone mass in 
a variety of animal models and humans with osteoporosis However 
continuous PTH infusion has been shown to cause bone loss. To determine the 
pharmacokinetic profile of PTH(l-34) associated with anabolic and catabolic 
bone responses, PTH (1-34) pharmacokinetic and serum biochem. profiles were 
evaluated in young male rats using dosing regimens that resulted in either 
gain or loss of bone mass. Once-daily PTH(l-34) or 6 PTH(l-34) infections 
within 1 h, for a total daily dose of 80 ug/kg, induced equivalent' 
increases in proximal tibia bone mass. In contrast, 6 PTH(l-34) 
injections/day over 6 h for a total dose of 80 ug/kg/day or 3 
injections/day over 8 h for a total of 240 ug/kg/day decreased tibia 
bone mass. The PTH (1-34) pharmacokinetics of the different treatment 

of 9 ™! ??r a n. S r nCtiV H- ma 9 nitude of the maximum —urn concns . (Cmax) 

tLl ? I ~ Under the CUrVe (AUC) did not Predict the catabolic 

bone outcome. Compared to the anabolic pharmacokinetic profile of a 

SosoiS ^rlt iV TH(1 ~ 34) With rapid decreases ^ ^rum calcium and 
pnospnate, the catabolic regimen was associated with PTH (1-34) concns 

trenH n ^L^° Ve baseline values du ^ng th * entire 6-h dosing period with a 
Sh r r ^crease in serum calcium and a prolonged decrease in 
phosphate. The pharmacokinetic profiles suggest that the anabolic or 
catabolic response of bone to PTH (1-34) is determined primarily by the length 
of time each day that serum concns. of PTH(l-34) remain above baseUne 

J™n%?f endogen ° us PTH and onl y secondarily by the Cmax or AUC of 
fih(1-34; achieved. 
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AB The present invention relates to a method for monitoring effects of 

administration of a parathyroid hormone by determining levels of one or more 
markers of an activity of this hormone. Suitable markers of bone 
formation include one or more enzymes indicative of osteoblastic processes 
of bone formation, preferably bone specific alkaline phosphatase, and/or one 
or more products of collagen biosynthesis, preferably a procollagen I 
C-terminal propeptide. Suitable markers of bone resorption and turnover 
include one or more products of collagen degradation, preferably an N-terminal 
telopeptide (NTX) . In addition, methods for concurrently reducing the risk 
of both vertebral and non-vertebral bone fracture in a male human subject 
at risk of or having osteoporosis are also disclosed, involving 
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administration of human parathyroid hormone (amino acid sequence 1-34) 
without concurrent administration of an antiresorptive . agent other than 
vitamin D or calcium. A kit for monitoring an effect of administration of 
parathyroid hormone to subject is claimed, as is an article of manufacture 
p™ P U-34? ItTlTo^ir 1 3 -Portion comprising^uman 

IC ICM G01N033-68 

ICS A61K038-29; A61P019-10; C12Q001-42 
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